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NODE ATTRIBUTES: 
DEFAULT ML EVE L IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 51 

STEREO ATTRIBUTES: NONE 
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L5 2 SEA FILE=HCAPLUS ABB = ON L4 
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L5 ANSWER 1 OF 2 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) 
GI 



HCAPLUS COPYRIGHT 2 005 ACS on STN 
2003 : 282950 HCAPLUS 
139:22494 

Design and Synthesis of Statine-Based Cell -Permeable 
Peptidomimetic Inhibitors of Human (3-Secretase 
Horn, Roy K. ; Fang, Larry Y.; Mamo, Shumeye; Tung, Jay 
S.; Guinn, Ashley C; Walker, Don E. ; Davis, David L.; 
Gailunas, Andrea F.; Thorsett, Eugene D.; Sinha, 
Sukanto; Knops, Jeroen E. ; Jewett, Nancy E . ; Anderson, 
John P.; John, Varghese 

Elan Pharmaceuticals, South San Francisco, CA, 94 08 0, 
USA 

Journal of Medicinal Chemistry (2003), 46(10), 
1799-1802 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CASREACT 139:22494 



Me 



H3CCO — Val — Met — N 
H 




Me 



CO-Val-Ala-Glu-Phe-OH 




C02Me 



C02Me 



II 



AB The authors describe the development of statine -based peptidomimetic 
inhibitors of human p-secretase (BACE) . The conversion of the 
statine-based peptide I into cell -permeable peptidomimetic inhibitors of 
BACE was achieved through an iterative strategy of conceptually 
subdividing I into three regions: an N-terminal portion, a central 
statine-containing core, and a C-terminus. Replacement of the amino acid 
residues of I with moieties with less peptidic character was done with 
retention of BACE enzyme inhibitory activity. This approach led to the 
identification of peptidomimetic diester II, a cell-permeable BACE 
inhibitor, that demonstrated BACE-mechanism-selective inhibition of 
AP (amyloid p) secretion in human embryonic kidney cells. 
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IT 



RN 
CN 



313683-31-7P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; BIOL 
(Biological study) ; PREP (Preparation) 

(preparation and bioactivity of statine -based peptidomimetics as 

cell -permeable inhibitors of human (3-secretase) 
313683-31-7 HCAPLUS 

L-Valinamide, N- [ (1 , 1-dimethylethoxy) carbonyl] -L-valyl-L-methionyl- (3S, 4S) - 
4-amino-3-hydroxy-6-methylheptanoyl-N- [ (4 -carboxyphenyl) methyl] - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



H0 2 C 




SMe 



Bu-i 



REFERENCE COUNT: 



13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000 : 900666 HCAPLUS 
134 :56968 

preparation of statine -derived tetrapeptides as 
inhibitors of (3-secretase 

John, Varghese; Tung, Jay; Fang, Lawrence; Mamo, 
Shumeye S . 

Elan Pharmaceuticals, Inc., USA 

PCT Int. Appl. , 64 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



WO 2000077030 

W: AE, AG, AL, 

CR, CU, CZ, 

GD, GE, GH, 

KZ , LC , LK, 

NZ, PL, PT, 

TZ, UA, UG, 

RW: GH, GM, KE, 

DE, DK, ES, 

CF, CG, CI, 

CA 2376420 



KIND 

Al 
AM, 
CZ, 
GM, 
LR, 
RO, 
UZ, 
LS, 
FI, 
CM, 

AA 



DATE 



APPLICATION NO. 



DATE 



AT, 
DE, 
HR, 
LS, 
RU, 
VN, 
MW, 
FR, 
GA, 



20001221 
AT, AU, 
DE, DK, 
HU, ID, 
LT, LU, 
SD, SE, 
YU, ZA, 
MZ, SD, 
GB, GR, 
GN, GW, 

20001221 



WO 2000- 
AZ, BA, BB, 
DK, DM, DZ, 
IL, IN, IS, 
LV, MA, MD, 
SG, SI, SK, 
ZW, AM, AZ, 
SL, SZ, TZ, 
IE, IT, LU, 
ML, MR, NE, 

CA 2000- 



US16643 
BG, BR, 
EE, EE, 
JP, KE, 
MG, MK, 
SK, SL, 
BY, KG, 
UG, ZW, 
MC, NL, 
SN, TD, 

2376420 



20000615 
BY, CA, CH, CN, 
ES, FI, FI, GB, 
KG, KP, KR, KR, 
MN, MW, MX, NO, 
TJ, TM, TR, TT, 
KZ, MD, RU, TJ, TM 
AT, BE, CH, CY, 
PT, SE, BF, BJ, 
TG 

20000615 
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EP 1192177 Al 20020403 EP 2000-941491 20000615 

R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 
IE, SI, LT, LV, FI, RO 
JP 2003502342 T2 20030121 JP 2001-503887 20000615 

PRIORITY APPLN. INFO.: US 1999-139173P P 19990615 

WO 2000-US16643 W 20000615 

AB Stat ine -derived peptides ACONHCH (R4) CONHCH (R3 ) CONHCH (R2 ) CH (OH) CH2CONHCH (Rl 
) COB [A = straight or branched chain alkanoxy or alkenoxy of 1-5 carbons, 
(un) substituted aryl or arylalkyl; Rl = H, C1-C5 alkyl; R2 = i-Pr, i-Bu, 
or Ph (un) substituted with H, OH, C1-C2 alkyl, Ph, halogen, etc.; R3 = Ph, 
C1-C5 alkyl, or 2 -methyl thioethyl ; R4 = i-Pr, sec-Bu, or i-Pr; B = hydroxy 
or various N-attached groups, e.g., 3,5-, 3,4-, 2,4-, 2,5- 

dicarboxycyclohexylamine or 4 -aminobenzoic acid] were prepared as inhibitors 
of p-secretase. Thus, Boc-L-Val-L-Met-L-Sta-L-Val-OMe (Boc = 
tert-butoxycarbonyl , Sta = statine residue) was prepared by peptide coupling 
in solution and assayed for 0-secretase inhibition (IC50 > 200 uM) . 
IT 313683-31-7P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; RCT (Reactant) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of statine-derived tetrapeptides as inhibitors of 
p-secretase) 
RN 313683-31-7 HCAPLUS 

CN L-Valinamide, N- [ (1, 1-dimethylethoxy) carbonyl] -L-valyl-L-methionyl- (3S,4S) - 
4 -amino -3 -hydroxy- 6 -me thylheptanoyl-N- [ (4 -carboxyphenyl) methyl] - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




IT 313683-47-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of statine-derived tetrapeptides as inhibitors of 
P-secretase) 
RN 313683-47-5 HCAPLUS 

CN L-Valinamide, N- [ (1, 1-dimethylethoxy) carbonyl] -L-valyl-L-methionyl- (3S, 4S) - 
4-amino-3-hydroxy-6-methylheptanoyl-N- [1- (4 -carboxyphenyl) ethyl] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 
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SMe 



REFERENCE COUNT: 



THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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